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(54)ritle: COMPOSITION FOR LOCAL ANESTHESIA 

(54)^Q^O««3^ 



(57)Abstraet 

A composition for local anesAcsia which comprises: (A) lidocaine; (B) catcdiolammes (epinephrine, etc.) in an amount of, for 
example. 1/200.000 (s/ml) based on the volume of the composition; and (C) an amino add (glycine, glutamic add, L-glutamyl-L-Iysine. 
«c) or a hydroxy caiboxylk acid (lactic add, glycoHc acid, dtric acid. ctcX has a long-lasting action suitable for dental operations within a 
short period of time (too& extraction, etc) and Is excellent also in stonige stability. 
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[Lidocaine: 2-diethylaniino-N-(2. B-dimethylphenyDacetamide] ^-Wxi^K^tl- 

imm&MmommM mmmmw 3&<fflt^^>nTt>5„ man. I'mnm^-^ 

'O^Wif^mMli. ait^ 1 ml 4'(-J^®'J h'ij^ > 20 ]DaRD>'x tf ;^ 7 'J > 
0.0125 eg^t-W-rs^Bf^JS^^oa^^Sj-C^f). ji?SJ«^Sfc(ifiillS^4?T0 
^Jiliiift 0.3-1.8 lIll<0St?«l^5 (^ISSiJcDEain°og^#3t##!iH) » 

-sew I- . mmmmm iz amdi (o%mik^^iRm ^-^txM^^^^p^^irfm 

OfflSS'^<&il^tT^Mfi*J^S^0f«K=ftffl*^»$-»i-5r i»r*4(Collins, V. 
J. . Principles of Anesthesiology. 2nd Ed. , Lea and Febiger. Philadelphia. 

1976; M'^^mmmimmzryx.^-zxt. ^thx. m^'m.-.'im rfe*©fismj ^ 

K.%V(l^mfhmmn. pp. 84-94. 1979^^#ra®ci) , 




W097/1»71'94 PCT/J(P96/D2395 

0§S(iDl)llJi-LT I. 50.000-1 200,000(g.ml) mSLT i> t ^ tlX is (JbJi. 
b'iJ-^ lymMTii I 80.000 (g.ml. 1 ml hfzO 0.0125 mg) 0JLt';?i-7'J 

5^mjs^ffli^fi!t!a*iifit-r'< < ^tmittz tzh mm. ooocx. hdssox if 

* 7 'J > (I ml^fc 0 7 U -f^giSST 0. 005 mg)^-E-&-r S w'i: ic J: 0. 

?RIJ pp. 384-395) » ^©ffll^^JJwSE'g-^^X^i t°4i7 'J ^O^^ftC-^l^T 

ft^ 5^7 7"^ iiJ^'l' > i?>0^'^A<*i5 (Crubstein. B. and Hilano. E., Drug 
Development and Industrial Pharmacy. 18. pp. 1549-1566, 1992)o 
i y 'J >*#tf±E r#l4ffl+ i' D * ■<> :^ - h ij J (Mif^HSX^ 

h U >>AA<1 mltfJjrO.e mgO|lJ'g-TE■^$tlTt,^5o -® J: ^ n£®*3!)> t>x 'J 
K * ^' > <!: X t";}-. 7 'J > i *^ti#l4ffl^m«SB>SlJJ-tn:iJ{b^ljT 5 ISiSJESKilj 

y K^-f > <!: y 7 y > (i nit*^ 0. 04 mg) t i-^t^mnmmmm^ 
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1 200.000(1 7: g.ml) 0*t3-;I/T5> (1 ml4'«r 7 U -ftgiirSi LT 

0. 005 mg)im'^LfimWl'Mi&S!L^-Cit. i3=r^-}\^y \ ^^'g^fbir^'f LTlSfeT 

iS^^vT'v'a.^'f XGrubstein, B. and Hilano. E. , Drug Development and 
Industrial Pharmacy. 18, pp. 1549-1566. 1992)«-(i. fnSSSKtgi ^' x >@?i 
^m.f>^io^t.ms\-^'o\.sXs.\i^-7 ^) >0^^fk<D|^**<l3g^$'tiTl>5 (Table 

1. Code D) o Li^t^£i<•^>. -Oife^Ji t'DM^®iS#!4o^-g-<!:ittJU-CtSgiJ 

S!t^-r5t>cDTr»i<su„ C0$^mi±, xet»7 'J >^i/mooo(f 7) ©st 

TXh^it (Astra USA. Inc., festborough. HA, USA)A^ii|g5c$nTl^ 
5#*4ffl^B)T^PSlJ r+i/o^'f vCXylocaine''^'', lidocaine HCl injection, 
USP) J ©EHo^a^ftXS (I994^1;g|im O^ll-Ji. 'j K*^> (2Ji) <t 
1 lOO.OOOXJi 1 50.000 (g. nDggox tf* 7 'J > <t^#;5^> ^^.Ic^xvK 
(0.2 iiig/nil)*<Be'^^nfc7kg>g*<Bi^$nTl>5o L*'L/i*<^>x -0*S?£fr 

^^tla^'x>^®fp^Hlr-^l,^T^i^<^^<£t,^l,i5[^A</<i < . ^^.jc^ co^ 

^«fPSiJfCtei>Tii^Sg©xe*7 'J >A<ffli>t>nTfcO. i:Oi!^M©xt°* 
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Xtfj 1 200.000 (g ml) gSO*x3-;U7 • >Ji (7 'J -fr^M) ^-SB^^L/c 
>> (B) 1^1 1 200. 000 (gul) gSO*-r3-;UT$ >S (7 'J -f^j^^ti) , R 

*|gBjii, (A) u K*^>> (B) a^<S)0^g(c5itLTl, 80.000-1 300.000 

(g.mi) (Dij7-zi-)\,T i >m (y')-i^^ns.) . M.vtzimt±ii2m&.±<o 

miz^nii^ m 1 200.000(g,Dl)©xe4i7 'J >-«-S-t;J:Eiafi£^ : »3c*^14ic 
ffinfc±feafiR^ : @i^fS©*|s}^?l5i:ffli^i±E*afi)c'^ ; t i yS^^^-f^- 
*^ifloSiJ®a§^jcj;n{f, (A) U K;<;'f >x (B) lajSc'^o^filCj^UT 
1 120. 000 ~l,300.000(g/ffll) Ofj7-a-A,Ti>m (.y) -Vf^^fS) ^ MtfiZ^ 
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«. COlSB^Ojf* Ui^S8«»cJ:nif. It? 1 200.000(g/nil)©ie*7 'J >«-#t; 

^f^lfeB^OSljOJIfiHrcfctltir. V KJiz-r >t«iB£^®$S<c5ltt-Cl 80.000- 
1/300. 000(g/ail) ©/)r3-;l/Ti >® (7 'J -f*Slg:fi) <t^-^i.-^Hff^^fflja 

^<D^S.iZMbZl 120.000 ~1 SOO.OOOCgEl) £D7!;-f 3-;UT ; (7'J— f$ 
1. 200.000(g iDl)®ie^.7 U >-$-^t;aifiScifeT*>^±f£^^{[:^fiJ ; t!? 

VKX{±T i /i^^-S-t?^ <!:«-#mt LTl^-5o 'J K * 'f XLidocaine) 

'J Yij^ ytLT 10 ~30 mg . L< l± 20 mggSTfcSo 
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J4x m^li. iSKi 7 'J > . ig5®*^x 7 y > . JgK y ;ux tf * 7 g 

lztiL-cy')-tmnS.ig) tLX 1 80.000 ~1 300,000 , 0t L<{il,80.000 

3¥S(g) iLT I 80.000 ~I 300.000 . Jf * L < 1*1/80. 000*?injt^ L 

1 300.000 \il±<Dm'^(Oi]y-a-)VT i td^T^. ^^-fkCffM-f -5 

7y-{*^^fi(g) <tLT 1 120.000~1 300.000 > j?*L<(il 18. 000*j?|<£l^ 
Ul/300.000 £(±0|lJ'^®/7r 3-;P7 5 w <J:*«"C$ -So 

/UTi>li<DS{i> igSJy K/j-fv 20 og^-i-^i-ffifiR!^ l mi *^:*)xe4^7 y > 
O^S-^JC 0.0125 mg (1 80.000 g ml), y ;l/x h"^. 7 y >(O:^-g>{:0. 04 mg 
(1.25.000 ginl)T*5o ^W^<0^mS8\U y KA-f >IC*r-r4;^7^3-;l/T? 

*ISiWOfflffi'KjlwXh*;^7 y >«-E-g-1-^^-&<C{i, 1 150, 000- 

1/300.000 (g/inl)^ ift L/< <i 1 170,000-1 250.000 (« niDs J; L< {4> 
1/180.000 -i mOOO (g/Bl). I^jr j(f * U < lillj 1/200,000 (g. inl) SSog^- 
E-^f *C <!:*<Tt5o .//l'Xtf;r.7 y >*ffil,-'4*a^{H4 1.80.000 - 
1/150. 000 (g ml)Sg$0£^-r-5 - i*<-c#io 
t Kd + ->:^;1/;J-:>K;4, ^^F^j: 1 fit fcti 2«lis^±o*;U*-+y ;HSi 1 
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2-T5 ygs®. 4-t; yKKs e-ri y *^o>k. 2-t ? ^^7°^' 

l-Ti ^mm. 3-T S y VSK^ 2-7 i y hV 'J 2.4-vT 5 /iSS, 

7"Xt-/>, 2.2'- 'JTIJ hV >J 2,3-v5T = y:^Dt^'^>K^ N-x^;Ui^ 

-h Kd + ->:/'d y 4-b Ko + ->7'd 'J >^ -T /xXt v^, TD--fVp^' 
^l^^- i >K 'J >x iif * U < liL-/;]/;? c >KL- 'J 'J > (L- U y >-L- i^'.JU^ > - 
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iz^ ±Rit^issomma^tiz{mmwssii^. mm^ ^wt^> mt^. p-hju^ 

fflfigigi 1 Dl hiz*) 0.05 mg-aO rag g]g®g*lS-g-fnii J;^,^o «*J> 

itrii. SSEit^lt 0.8~1.3 s ntL<\m l.OJriaS-rS/:*© 

h U -5 AS^c^lKbJifiJ : pH*|1j 3. 0~6. 5 ^ if t L < 14 3. 3~5. 0 Olgffltr 

i4#?4-eofe*/j: t'ti^~l0^geT-i>^7-r *^icJ3Fjin{s6fflT# 5« t> -5. i ^>^ 
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mi 

'J K^-f > 17.3 g «-ig®? 6 ml tzmmi. mmmH^ 20 ml*Jni;tTA« 
*5llitL^o ?im 1.0 ml <!:^a^(::^ h -5 A 2.0 g^mm^Ti^Ify SOO nl tcS 

1,000 ml ttii^jioKimmm^Tima^x^i^mmommmw^at&^'&'^i^siiL 

'J h'ij-i> 17.3 g 'S-igK 6 ml ttmMl. immm^Jiiify 20 iDl*lin;tTA«[ 
L /^o ^ 'J 3 h -^^ A lo. 0 g t^^i- h 'j •> A 2. 0 gtSS^ffllK 

f?7j<*<j 800 ml Kmb. ■ol-TAm^^lMlxm-^LIZo C<DS«JC^»*il» 
*a;tTpH 4.0JrilSUfcg. ?§t»tif:^?a[irg5K7Kfffie*7'J > 9.0 mg 

±fii< 1.000 ml <t<£«J;9«rffi!tffl^®**iD;tT*^?8o^Mj^»ffliffl 

MS 

K^-f > 17.3 g ««® 6 ml tzmmb, mmmmffy 20 mi**;?. t ass 

i9ij&btZo ^s-Un-i- V^)^!^ 0.1 gt«fl::^h'J>5A 2.0 g^ftllfffllKS***! 
800 ml oi%TA«*^iD tTig'&Lfco -©S«Jrtg»*jaSiD;lT 

pB iOCSBSLfc^g, ffiin/ig«<rS5»*^xe*7'J> 9.0 mg *^/5¥U 
^g*< 1,000 ml ittSJ:9i:aitffllKa7k**D^T2^§SBS©^0r^i^ffljafi!c®* 
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m4 

'J YiJ^ > 17.3 g 6 ml ffiltfflsl®7jc^5j 20 il*tO;lTA?g 

^■lil^u^o 10.0 g h -^i. 2.0 g^aitfflS^g?);*^ 800 mi 

irg^ts t>t,>TA^«-^SnLTS-&Lfc, C©^?g[i:igK*ii:t|jD^TpH 4.0 
1.000 ml i<£SJ:^<rffi|tffl|IS7jt*lni;tT*%BS<0^BffJg»ffiiafiRfe;£-fiitU 

'J K^f > 17.3 g 6 ml IzmmL^ mm^^A^ify 20 ml^-Sa^-CAS 

^SfiSL/Co i^^l':? i h 'j -^A 10.0 g <i:^i^k:^ h >} 2.0 g-J-aM^m 

800 ml IC^jSU, OI,^TA^|S^•!SJ^LTS•&L^, C O^JKfrlgK^iia 
SDiTpH 4.0imSLfc^> ?#^>n/cig>gJzS;E8$7K?txt'4^7 'J > 9.0 mg *g 

1.000 ml tti^^oiz.msm.'^ii^^t^fLxim^f^aimmmim. 

^J6 

'J K*-f > 17.3 g 6 ml ;r^)^L, i£M^?K^7K^<J 20 al^in^TAjK 

*Si!i^Lfco TX/N'7¥>g? 4.0 giigfETM- iJ C'A 2. 0 g^ttlt^^^TK 
*^ 800 ml oiNTAffi^^lDLTS^bfco - 0^iK»rig®-&iiSitlDi 

TpH 4.0{CiiSLfc^, ?l^nfc^JglCji^7j«^ih'';^i7'J > 9.0 mg 
^Md< 1.000 ml <!:<£-5J:'5Cii|ifffiSa7X*JlIiT*IIBjO^0Ti!c»MafiJ&&* 

'J K*-f > 17.3 g *Je® 6 ml f=^»U. m^immim 20 nl*tD;tTAjft 
^SlitL/c, 7xi;UT7-> 10.0 g tJ!g<t:^ h U-^A 2.0 g*ffiitM5S9**?r 
800 ml <lS«ts •:>l^TA«t*jSSjDL"CS'&-Ufc, - OjS«IC«»*iiftElDi7: 
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pH 4.(i{zmmbiz^. If&n*:»ttics:5®**il^*7y > 9.0 mg *^f?L, 

'J K*^' > 17.3 g 6 ml izmmU aiitffl^S7jC^ 20 nl*Jn^TA7S 

^gJitL/ie L-r/l'^ 5 >®fL-U 20.0 g tmit-h h^J^A 2.0 g*ffiltffl?5K 
800 ml {l^lSLx oixTA^^j^ilDLTii-g'Lfco CO^^jrigK^iig 
ilOx.TpH 4.0ir|i!|gUfc'^. '#'infc^/£(rSSg?7)<^Jib°4^^7>J > 9.0 rag 
l?L, ^a*< 1.000 ml t>i5J:9JCffi*rfflflKS7K*i!)D^T:$:||BjO^BIrJg»m 

U h'ij^ > 17.3 g 6 ml irgPL. ait«|gS7K«tl 20 al^jUnxTAjg 

^Mitt^o L-i^7U^ i ^KL-U y > 10.0 g . ^iTkSBilK:^ h U C^A 0.6 g> 
^niiti- h 'J >>A 2.0 g*ttl*fflggS7j<i|<j 800 ml itmrnt. oi^-CAj^^^tinU 

51f7X* 7 'J > 9.0 mg «-Sj!?L. 1,000 ml tfi^J^o itQMMB 

mid (itnmi&sS(.m 

'} K^-r > 17.3 g 6 ml <C^)SL. mimmW^ffy 20 ml^lin^TAffi 

*SitL/c„ igfbThh 'J-^A 2.0 g'i&Mmm^Tii^^ 800 ml oinTA 
?8[*^]!iaUT^g-&L/-:o C(D^#deic*gK«-iiMSa;iTpH 4.0fcSISLfcm. ?§e»n 
fc^fat»iffi5ie7K^xt'*7 'J > 9.0 mg 1,000 ml ttii^o 

0yii (it&mmm) 

U K*^ > 17.3 g %mm 6 ml ICigjUL. mmmtfy 20 ml^i!nix.TA?S[ 
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^JL*< 1.000 ml tf£?>xo^zmimms7i^ita^xlmm(ommf^mml&m^'Sr 
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^ a> m m 

1. (A) y K^-f >^ (B) ia5?!^©^MiritLT1.80.000~l, 300.000(g ml) CD* 
3. afiS;!fei?SlC*tL.Tl«] l/200,000(g/Dil)OJLlf;^7 'J >«-g-tf^*0®H^2 
oi>^n*^ 1 :®jcEtfe®*a)Sii)o 

6. (A) 'j yij-(>. (B) afiJt«J|CD^filC5tttTl. 120.000 ~1 300.000(g.nil) 

p + V * ywt'^'tt^mms^Mfs.^^o 

38«n 5IS*o|iSffl^ 6 S<c l ^ 8 goi^rnd^ 1 :^tri2iJomfi)t'i^o 

10. t K D + i/ * >K*<a®SC/ r 'J 3 -^P®*^ ^/i •5»4Miilldrn'5l|3*:o 

12. >J K*'r><t*a^'g|^4lc5!*LT 1/120. 000-1. 300. OOOCg. ml) 

13. f&mi^mizt^Lxtfy i,mooo(g/mi)©xif*7 'J >*'t-tfiaj5Si&jwiB'^-r 
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14. i-yji^ i >BiL-y i^^r^^nrnmrnmrnxumimztmio'Si^mio 
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INTERNATIONALr SEARCH REPORT 



lotenaiioaal ap^iatioo Na 

PCT/JP96/02395 



A. CLASSIFICATION OF SUBJECT MATIER 

Int. Cl^ A61K31/165, A61K47/12 // {A61K31/165, A6lK31jl35) 
Aocwdiflg to IntwnaticattI Patent QmiBcation (IPC) or to both oatiooil dassfuatioa aod IPC 



a FIELDS SEARCHED 



Miotffltta doaimeiiiBtioD micfaetf (ctettifiatioD systeai followed by classiflcatioo Bymbob) 

Int. Cl6 A61K31/165, A61K47/12 // (A61K31/165, A61K31sl35) 



Documeotatloa acardicd oihsr than mtaimum doomieiitttloa to the extent that bkIi docunwms an Ind tided Id the HeUs seaidied 



EfectioDie dau base coosvlted during die ivtenadooal aeaicfa (name of data baae and, where practicable, search tenna aied) 
CAS ONLINE 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Gtation of docoment^ with indiation, where appropriate^ of the relevant passagea 



Relevant to daim No. 



Craig S. Murakami, et al., "Buffered Local 
Anesthetics and Epinephrine Degradation" 
J. Dermatol. Surg. Oncol., Vol. 20, No. 3 (1994) 
pages 192 to 195 

H. Wollmann, et al., "Zur Prtifung der 
Wirksamkeit von Stabilisatoren bei Epinephrin- 
Modell5sungen" Pharmazie, Vol. 38, No. 1 (1983) 
pages 37 to 42, particularly, page 30 

EP, 622072, A (Wakamoto Pharmaceutical Co., 
Ltd.) , 

November 2, 1994 (02. 11. 94), 
Full descriptions & JP, 6-336442, A 



1-14 



1-14 



1-14 



n PurtherdocuiDeoisaittHstedmlheooQtiQwitioaofBoxC See patent &iiuly a 



Special cattgorfea of ctted docaaieats: 

"A" doceneotdBfialagthsgmaBlslataoffheaitwbidiisiiotconsldafed 
to be of partooithr relevaoce 

E*' earikrdocemealbBlpafallsbed CO or after tbeiskiDatfoBal filing 

V doaimeBtwblckaBay throw devNaoDpriofitx elain/a) Of wUdb 
caad to astablidi die mUkidea data of aao^^ 
^ecul leases (as sfneSfied) 

**0r documeac rcferrinfi lo an oral dbcSoraie. ue, exhlbUIon or other 



docasoDtpttfalished prior 10 the iaienidoBainKagdate bat hterlbaa 
the pnoriijr date etalmcd 



dilD aad Doi la eoslUct with the appUcatloabutdted lo % 
the priadple or ifaeoiy uuMyles the InvestloD 
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